Sir,

Rifampicin is one of the most widely used and effective antituberculosis drug. Adverse effects are uncommon, except for occasional hepatotoxicity, skin-rash, gastrointestinal upsets, and flu-like syndrome.\[[@ref1]\] Rarely allergic and other autoimmune manifestations including thrombocytopenia are seen especially with high-dose intermittent treatment.\[[@ref2]\] Here we report a case of thrombocytopenia caused by daily administration of rifampicin after interruption of the drug for two months in view of its rare occurrence.

A 36-year-old man presented with cough, expectoration, chest pain, and fever of three months duration. He had taken two courses of antibiotics along with supportive treatment but without any clinical response. Past medical history was negative. He was a smoker and laborer.

General examination of the patient was normal. Examination of the respiratory system revealed bronchial breathing and crepitations over right upper lung field. Other systems were normal. Skiagram chest PA view showed cavitary lesion in the right upper zone.

Laboratory investigations revealed normal hemogram with an ESR of 110 mm in 1^st^ hour. Sputum was positive for acid fact bacilli on smear examination.

Based on the above findings, antituberculosis treatment was started with isoniazid 300 mg, rifampicin 450 mg, pyrazinamide 1.5 gm, ethambutol 800 mg, and streptomycin 0.75 gm daily. There was marked clinical improvement and all symptoms were relieved within three weeks. Because of recovery from symptoms, he stopped the treatment on his own.

About two months after interruption of the therapy, his symptoms relapsed. Treatment was restarted with isoniazid, rifampicin, streptomycin, pyrazinamide, and ethambutol in the same dosages. Seven days later he presented with fever, gum bleeding, and purpuric rash over the trunk and the extremities.

On examination his vital parameters were normal. His investigations revealed normal hemoglobin, total and differential leukocyte counts but platelet count was only 13,500/mm^3^. It was decided to omit all antituberculosis drugs and oral prednisolone was started in dose of 1 mg/kg body weight/ day. Platelet transfusion was also given. On further investigations, microscopic haematuria was detected and bone marrow aspirate showed normocellular picture with increased megakaryocytes. His bleeding time was 2.3 min and clotting time 5.8 min. Liver function tests, renal function tests, and antinuclear antibodies tests were normal. Dengue viral markers were also negative. Over the next three days, his gum bleeding stopped and purpura disappeared. Platelet count steadily rose to 1,80,000/mm^3^ in five days.

One week later, it was decided to reintroduce the antituberculosis drugs, one at a time, under supervision and after informed consent. However, within five hours after the administration of rifampicin with lower doses (300 mg), he developed purpura over legs. His platelet count dropped to 28,000/mm^3^, thus providing level 1 evidence of rifampicin induced thrombocytopenia.\[[@ref3]\] Rifampicin was stopped immediately.

The patient was then continued on isoniazid, streptomycin, pyrazinamide, and ethambutol. He continued to show clinical improvement and his platelet count returned to normal. The steroids were gradually tapered and finally stopped after three weeks. Streptomycin and pyrazinamide were stopped after two months. He is at present well and asymptomatic after having completed his course of treatment for 12 months. He has been warned against taking rifampicin for the rest of his life.

Serious reactions to antituberculosis drugs are uncommon. Rifampicin-induced thrombocytopenia is an uncommon but potentially life threatening complication of antituberculosis treatment.\[[@ref4]\] Rifampicin-induced thrombocytopenia was first reported by Bachman and co-workers\[[@ref2]\] in 1970. Most of the described cases were observed with high dose intermittent therapy with rifampicin (1200 mg twice weekly).\[[@ref5]\] Only a few cases of thrombocytopenia have occurred during daily treatment or after administration of rifampicin following on interruption of therapy.\[[@ref2][@ref6]\] Tuberculosis Research Centre, Chennai, reported only a single case of rifampicin-induced thrombocytopenia among over 8000 patients treated for tuberculosis over 30 years.\[[@ref7]\] In our case, patient developed thrombocytopenia after interruption of antitubercular treatment for two months on daily regimen.

It has been observed that rifampicin-induced thrombocytopenia is caused by presence of anti-rifampicin antibodies.\[[@ref6]\] These antibodies fix a complement on the platelets in the presence of rifampicin resulting in platelet destruction.\[[@ref8]\] A sizable number of patients taking antituberculosis drugs interrupt treatment prematurely due to various reasons and although most are subsequently restarted on the same drugs, thrombocytopenia is very uncommon.\[[@ref9]\] It has been found that antibodies against rifampicin can be demonstrated in a significant number of patients after stopping the drugs. Yet rifampicin-induced thrombocytopenia is still relatively rare.\[[@ref2][@ref3][@ref7]\] Low incidence of thrombocytopenia inducing effect of rifampicin during daily dosage has been attributed to the possible presence of development of neutralizing antibodies formed during continuous treatment or may be that the antigen-antibody complex is continuously removed without causing an allergic reaction.\[[@ref10]\] Thus, daily dosing of rifampicin may result in immunologic tolerance, whereas intermittent dosing favors sensitization.\[[@ref1]\] Interruption of treatment may be a risk factor for such complication in daily regimen of rifampicin for few patients as seen in our case.

In patients with clinically drug-induced thrombocytopenia, an etiological agent can be identified in only 10% cases. In the remaining cases, the etiological diagnosis can be pointed out by a prompt rise in the platelet count upon withdrawal of offending drug.\[[@ref2]\] This case recorded a score of 9 on Naranjo ADR Probability scale\[[@ref11]\] incriminating the drug as a definite cause for the reaction.

It has been recommended that rifampicin-induced thrombocytopenia is an absolute contraindication to further therapy with rifampicin.\[[@ref5]\] However, Bhasin and co-workers\[[@ref12]\] has suggested that rechallenges should be done before finally withdrawing rifampicin. In our opinion, when it is necessary to re-start rifampicin, one should always check the platelet counts frequently and this should be treated under supervision with coverage of steroids.
